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P

Labeling of Drug Products for Cver-
the-Counter Human Use Subjact to an
Approved Application or Abbreviated
Application _ ’ A

AGENCY: Food and Drug Administration,
HHS. ’

" ACTION: Proposed rule,

SUMMARY: The Food and Drug .
Administration (FDA) is proposing that
the a!temativelabe}ing policy that
applies to over-the-counter (OTC) drug
products that are marketed under an
OTC drug monograph be extended, in
part, to OTC drug products that are
tarketed under an approved new drug
or an abbreviated new drug application
(hereinaftor collectively called an
application). The label and labeling of
OTC drug products approved under an
application would be permitted to
 contain, in a prominent and -
conspicuous location, either the
designation “APPROVED USES,”
together with the specific wording on
indications for use established under an
approved application, all of which must
appear within a boxed area; or the
designation “APPROVED
INFORMATION,” together with the
specific wording on indications for use
and other applicable labeling (e.g.,
statement of identity, warnings, and

~ directions] established under an

approved application, all of which must

appear within a boxed area. FDA is

Issuing this proposal to make the

. lebeling of OTC drug products
consistent, whether the products ars
markeied under-an approved ]
application or under an OTC drug
monograph.

DATES: Written commeénts by january 10,
-1894.

ADDRESSES: Written comments to the
Dockets Management Branch (HFA-~
305}, Food and Drug ‘Administration,
rm. 1-23, 12420 Parklawn Dr.,
Rockville, MD 20857,

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Dru,
Evaluation and Research {HFD-810),

- Food and Drug Administration, 5500
Fishers Lane, Rockville, MD 20857,
301-594-5000. =
SUPPLEMENTARY INFORMATION: In the
Federal Register of May 1, 1986 (51 FR
16258), FDA issued a final rule in

§330.1(c}(2) (21 CFR 330.1(c)(2})
establishing alternate labeling for OTC
drug products marketed undsr an OTC
drug monograph. (OTC drug products
that follow all conditions for marketing
set out in an OTC drug monograph are
deemed generally recoguized as safe and
effective and not misbranded.) The final’
rule established thres alternatives for
the “Indications” pertion of OTC drug -
product labeling. The label and labeling
of OTC drug products marketed under .
an OTC drug monograph are required to
contain, ini a prominent and '
censpicuous location, the “Indications”
that have been established in a final
monograph. At the option of the
manufacturer, this labeling may be

- designated “APPROVED USES,” or

given a similar permitted designation. If
the “APPROVED USES” designation is
used, the labeling must appear within a
boxed area. Other labeling in the
monograph may alse be placed within
the boxed area, in which case the ,
labeling is designated “APPROVED .
INFORMATION,"” rather than -
“APPROVED USES.” All information
must be in the exact language
established in the monograph. In
addition, there must be a statement that
the boxed information was published by
FDA. In lieu of this latter statement, the
designation of the boxed area may be
modified to read “FDA APPROVED
USES” or “FDA APPROVED
INFORMATION,” or similar wording,
As a second alternative, “Indications”
labeling may contain other truthfu] and
nonmisleading statements, describing
only those indications for use that have
been established in an applicable
monograph. In this case, the

- “APPROVED USES” or “APPROVED

INFORMATION designation may not
bs used. - ‘

Under a third alternative, the labeling
may meet the boxed area requirement,
described above, and in addition uss
other truthful and nonmisleading
substitute or alternate language
describing indications for use. This
additional language must appear
elsewhsre in the lebeling (outside the
boxed area). '

OTC drug labeling other than
indications for use {e.g., statement of
identity, warnings, and directions) must
use the specific wording established
under the monograph.

During the time that the final rule was

. being developed, several comments

requested that the “FDA APPROVED
USES” designation be permitted for
OTC drug products marksted under an
approved application as well as for .
those marketed under a monograph, The
agency agreed in ‘principle, stating that
it would promots censistency in the

labeling of OTC drug products if al
products, whether approved under an -
application or included in a monograph,

' Wwere permitted to use the terms “FDA

APPROVED USES” or “FDA
AFPROVED INFORMATION” in their
labeling, However, since § 330.1{c) was
in a portion of the FDA regulations that

- applied only to OTC drugs covered by

8 monograph, a separate regulation
would be required to address labeling of

OTC drug products subject to an
application. Accordingly, the agency is
Dow proposing regulations under parts
310 and 314 (21 CFR parts 310 and 314)
for alternate labeling of OTC drug

" products that are subject to an approved

application,
L OTC Drug Products Subject to an
Application -

There are several classes of OTC drug

-products that are subject to an

application. Examples include:

- 1. Products containing ingredients
that are approved in monographs but
the products are nonstheless subject to
an application bacause the ingredient is
formulated in a sustained-release dosage
form. Examples include
chiorpheniramine malsate
{antihistamine} and pseudoephsdrine
hydrochloride {nasal decongestant),

2. Products Containing ingredients
that have been approved in a
moenegraph for some indications but are .
not included in a monograph for the use
covered by the approved application.
An sxample of such an ingredient is
doxylamine succinats, which has been
propesed for inclusion in the
antihistamine drug products monograph
but which has not been approved ss a
nighttime sleep-aid monograph
ingredient. Doxylamine succinate is the
subject of an approved application for
the nighttime sloep-aid indication,

3. Products containing ingredients for
which an application for OTC use was
approved before the ingredient was
included in the OTC drug review.
Examples include triprolidine .
hydrochloride {antihistamine)} and
dexbrompheniramine maleate
(antihistamine). These applications
remain in effect until a final monograph
is issued and becomes sffective, -

4. Products containing ingredients
that are not in the OTC drug review but
which have indications for use .
approved in an application where the .
indications are similar to those in a
proposed or final OTC drug monograph,
Examples inciude loperamide
hydrochioride {antidiarrheal), ibuprofen
(snalgesic/antipyratic), and tioconazole
{topical antifungal).

5. Products containing ingredients

- that are not in the OTC drug review and
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.. forwhich there currently are ne similar . cited the then pending “FDA Approval - §201.651is being added as a cross-
[C drug products. An exampleis ~ Labeling Act” (HR. 2244) (Ref. 1) and Jeference to new §301.104 for the
clotrimazole for veginal yeast nfections. mentioned that this act would have convenience of the roader. As proposed. -
"~ The above examples are not intended  allowed the statement “FDA the label and labeling of OTC drug
- 10 be all inclusive of the types of OTC  APPROVED,” followed by the products approved under an application
_drug products that are subject to &0 application numbet on prescription would be permitted to containina - ’

- apphication.
' IL OTC Application Labeling Palicy
During the course of the OTC drug
review, the agency has astablished
labeling policy thatis intended to
- -promgte uniformity and to help prevent
- consumer confusion in the marketplace.
The agency’s policy provides that o1C
~drug products containing an ingredient
in any of the first four clesses
above should be. labeled in the same
manner as a corresponding or similar
OTC drug product labeled and marketed
under a proposed or final OTC drug
__monograph. Where only an advence
~notice of proposed rulemaking (panel
report) has been publisbed, the agency
has used it as a guide in approving
. labeling for OTC drug products .
marketed under an application. Where
both a panel report and a tentative final
menograph have been published, the
agency has used the tentative final
. monograph as a guide, but has allowed
~QTC drug products approved under an
- application to follow either the panel
_ report or the tentative final m@nugm%k;
. Where a final OTC drug monograph has
'been published, the agency has used the
monograph as & guide in approving oTC
‘labeling in an application. The agency
. intends to continue to follow this ‘
procedure during the completion of the
OTC drug review in approving the .
labeling of OTC drug products subject to
an.application.

L. FDA Approved Language for New
Drugs for GTC Use ‘
'In response te the proposal to
- esteblish alternate labeling for OTC drug
- produgcts, one comment noted that
section 301(1) of the Federal Foed, Drug.
 snd Cosmetic Act {the act) (21 U.s.C.
331(1)) prohibits the use in labeling of
any representation or suggestion that
“approval of an application with respect
to such drug * * * is in effect under
section 505, 515, or 529(g} * * ** The
comment argued that the use of the
“FDA APPROVED” language is CoRtrary
to the intent and meaning of section
- 301(1) of the act. The comment stated
that as & result, “non-NDA’d OTC {
products would be allowed to use su
language, but that NDA'd OTC drug
products would be prohibited from
~ using it.” The comment maintained that
the issue of labeling of OTC drugs
subject to an application as “FDA
APPROVED" could only ba resclved by
~amendment of the act. The comment -

- §330.1(c).

drugs. The comment Sui

ted thet FDA

use a similar approach for the labeling
of OTC drug praducts marketed under
an application. (H.R. 2244 was passed

by the Houss,

but was never enacted.}

Another comment contended that
section 301(1) of the act can be

interpreted to epply
conneting new drug

1o section 505

only to statements
approval pursuant
of the act {21 U.8.C. 355)

and therefore terminology such as

« APPROVED USES,” when
respectte a product’s labeling,

used with
is mot

prohibited by the act.

This comment
QTC drug products

treatment of

stoted that equal

rmarketed under an application and
marketed under an OTC drug

rmonograph

would be consistent with

FDA's policy of Ppromoting. uniformity in

OTC drug labeling

under applicable

gtatutory standards. The comment
maintained that uniformity would
lessen consumer confusion about the

label indications on OTC drugs.

because

 there is no difference to the consumer

between an OTC

drug marketed

pursuant to a0 application or one
marketed under & monograph. The
- comments requested that the agency

clarify that the
USES™ language
OTC
pursuant to an
declare that
in violation of section

permitted

agency
not be
the act.

“FDA APPROVED
wonld also be
drugs marketed
application, and
this language would
304fl} of

As discussed in the final rule (51 FR

16258}, section 3011} of the act,
own terms, prehibits only
representations or Sugges

- ap

product. It

by its

jons thet ant

proval of an application under section
505 of the act isin

effect for a drug

doss not apply to

requirements for labeling related to

-indications

for use, such as those in the

alternate lsbeling regulation in

Similarly,

the prohibition in

section 301(1) of the act does not apply
to the alternate labeling propesed in this

notice,
Reference

(1) Comument No. Coon72, Dockst No. 82N~

0154

IV Proposed Regulation

FDA is proposing to amend the
labeling requirements in 21 CFR part

310 for new drugs

approved for OTC use

by adding new § 316.104. Because 21

CFR part 201
provisions for

gets forth the

general :
the labeling of drugs, new

- within a

- appest

that the

‘of the labeling.

- requires P

- address,asa

prominent and conspicuous location
either: (1} The designation “APPROVED
USES,” together with the specific
wording on indications for use
established under an approved
application, all of which must appear
boxed ares, or (2} the
designation “APPROVED
INFORMATION,” together with the
specific wording on indications for use
and other applicable lebeling (e.g.
statement of identity, warnings, an
directions) esteblished under an
approved application, all of which must
within a boxed area. The
designation of the boxed area may be
modified to read: “FDA APPROVED
USES” or “FDA APPROVED - »
INFORMATION,” as appropriate, of
“JSES {or “INFORMATION"}
APPROVED BY THE FOOD AND DRUG
ADMINISTRATION,” or other similar
wording.

Section 330.1(c) permits the label and
1abeling of OTC drug products that are
marketed under an OTC drug
monograph to use wording to describe
indications for use other than that
established in an OTC dwﬁ monograph.
However, such alternative 1anguage

" must meet the statutory prohibitions

against false or misleading labeling, and
it may neither appear within a boxed
area nor be designated as “APPROVED
USES.” Also, the regulations provide
that such leheling mey zontain the
approved monograph language on
indications for use, within a boxed area
designated « APPROVED USES,” plus
alternative langusge describing
indications for use that is not false or
misleading, which must appear
elsewhere in the lsbeling {outside the
box). In either case, manufacturers of
OTC drugs covered by an OTC drug
monograph may use these lebsling
alternatives without FDA preclearance
However, all labeling for
new drugs, including slternstive
language relating to indications for use,
reclearance by FDA. FDA may
approve alternate labeling language for
describing indications for use during the
process of approving applications for
hew OTC drugs. Therelore, since the
proposal encompasses all labeling
approved under an application, the
present proposed regulation doss not
geparate matter, possible
labgling altemaﬁvgf of the type allowed
under & IORO . :
The agency %?eﬁso
amend § 314.70{d] r

ropasing to
ating to chenges to
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an approved application, As proposed,
if the “APPROVED USES”'/“APPROVED

INFORMATION "/boxed area concept is -

the only change being made in the
application’s approved labeling, .
manufacturers would not be required to
submit a supplementa] application but
could inform the agency when this
change occurred by including this
information in the annual report for that
application. :

- As discussed abovs, many classes of
OTC drug products subject to an
application are very closely related to
OTC drug products included in the OTC

iew, In most Instances, the

labeling for OTC drug products is based
on labeling devaloped during the course
of the OTC g review. Therefore, the

labeling is virtually the same whether a

product is marketed under an OTC drug

- Inonograph or an approved application,

The agency has considered whether new

gs with applications approved for

OTC use should be permitted to use the

“APPROVED USES” or “APPROQVED

INFORMATION” language as part of

their labeling, before an OTCdrug

monograph has becoms fina] for the
corresponding class of OTC drugs, In

the case of drugs marksted under g

Inonograph, the “APPROVED USES"”

terminology described in §330.1(c)(2)

cannot be implemented unti] relevant

OTC drug monographs are issued in

finial form. A product cannot bear an

“APPROVED USES” designation unti]

e use has, in fact, been approved by
FDA, which will only occur when the
drug monograph is issued,
Moreover, for many years during the
course of the OTC drug review, the
agency has approved applications for
new drugs for OTC use subject to the
following conditions:

These labeling) changes are requested
to ensure parity of regulatory treatment
among similar products marketed over-
the-counter, whether or not they are the
subject of an approved application,

Please note that, should this ingredient

be included in'a final menograph

~ concerning OTC {name of monograph)
drug products, you will bs expacteg to
conform to the monograph
Tequirements, '

e use of “FDA APPROVED”
language will be implemented on a drug
catsgory—by-category basis as final OTC
drug monographs are issued. Because of
the interrslationship of the labeling of
drugs marketed under an OTC drug
monograph and drugs approved under
an application, the agency believes that
new drugs for OTC use also should not
use the “APPROVED USES” designation
until the final OTC monaograph for
the corresponding class of OTC drugs -
has been issued, Thereafter, the

“APPROVED USES"/boxed area
concept would be implemented at the
sama time for all drug products in that
category, whether marketed under an

C drug monograph or an epplication,

The agency believes that this approach
would promote consistency in the

-labeling of OTC drugs and reduce

consumer confusion. Unlegs labeling for
both types of OTC drugs within the
same drug Category is implemented at
the same time, consumers could be
misled into believing that one of the two
types of OTC drugs (whether subject to
a monograph or to an application) has

a special status,

V. Abbreviated Applications—*Same”
Labeling Requirements

Section 505()(2)(A)(v) of the act
requires that the labeling for a new drug
approved via an abbreviated application

the same as the labeling approved for
the listed drug except for changes
required because of differences
approved under a petition or because
the new drug and the listed drug are
-Produced or distributed by different
manufacturers, If thig “sameness”’
requirement were applied literally to
this new alternate labeling proposal; it
could be interpreted as meaning that a
manufacturer of an OTC drug product
approved via an abbreviated application

- . could not use the “APPROVED USES”

or “APPROVED INFORMATION"”
language in its Product’s labeling unless
the manufacturer of the listed drug were
to do 50 first, This could also mean that
if the manufacturer of the listed drug
chose not to use the “APPROVED
USES” or “APPROVED
INFORMATION" language in its
product’s labeling, then the
manufacturers of other similar products
approved via abbreviated applications
could never use this language in their
labeling. The agency does not find this
to be an equitable situation,

€ agency does not see any
inequities if a new drug approved for
Iarketing via an abbreviated

- application pursuant to section 505(j)(2)

of the act (often referred to as a “generic
drug”’) were to contain the “APPROVED

INFORMATION" language and the
listed drug did not contain this
information in its labeling,-or if the
generic drug contained thig information

- in its labeling before the listed drug did,

or if the listed drug contained this

marketed via monographs may not elsct
to use “APPROVED USES/APPROVED
labeling, nor will

manufacturers implement such labeling
at the same time, The agency does not

.believe that tonsumers would be misfed -

by such a difference in product labeling; .
whether the product is marketed
pursuant to an approved application or
an OTC drug monograph, Accordingly,
FDA proposes that manufacturers of
new drugs approved via an abbreviated
application pursuant to section 505(j)(2)
of the act be allowed to use this limited
alternative labeling provided for in
Proposed § 310.104. Unless otherwise
required under§ 314.70(b) or (),
manufacturers do not need to submita -
supplement to make such changes, but
shall describe the changes in the next
annual report for the application in
accord with the procedures propesed in
§ 314.70(d)(10}. All conditions as to
when such labeling could be
implemented, as described above,
would also apply to new drugs
approved pursuant to section 505(j)(2)
of the act, '

The agency has examined the

economic consequences of this -

proposed rulemaking and hag
determined that it does not require
either a atory impact analysis, as -
specified in Executive Order 12866, or
a regulatory flexibility analysis, as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354), Manufacturers would
normally have up to 12 months after
each final OTC monograph is
published in the Federal Register to
Trevise their product labeling. In most
cases, this would be routinely done at
the next printing so that minimal costs
should be incurred, Likewise,
manufacturers of new drugs for OTC use
are not expected to add the “FDA
APPROVED” terminology to their
Product labeling until the next label
printing. Because the labeling for these
drug products will already have been
approved by the agency, the agency is
providing that manufacturers may
include this change in the conditions in
an approved application, as one of the
changes described in the annual report
for that application. (See §314.70(d).)
Thus, manufacturers will be sbleto -
incorporate alternate labeling, if any is
selected, in the normal course of
business. The impact of the proposed
rule, if implemented, appears to be
minimal. Therefore, the agen
concludes that the Proposed rule is not
a major rule as defined in Executive
Order 12868. Further, the agen
certifies that the roposed rule, if -
implemented, will not have a signiticant
economic impact on a substantia]
number of smal] entities as defined in -
the Regulatory Flexibilitg' Act.- '
The agency invites public comment
regarding any substantial or significant
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, panied b documentation. The
agency will evaluate any comments
_supporting data that are received and
- will reassess the.economic impact of
this rulemaking in the preamble to the
final rule.The cy has determined
- under 21 CFR 25.24{c)(6) that this action
is.of a ‘that does not individuaily
__ or cumulatively have a significant effect
. on the human environment. Therefore,
peither an environmental assessment
~noran environmental impact statement

is required.
- " “Interested persons mey, on of before
- January 10, 1894, submit to the Dockets

Management Branch {address above)

- written comments g this
proposal. Three copies of all coraments
are to he submitted, except that
individuals may submit one copy.
Comments are to be jdentified with the

- docket number found in brackets in the

_heading of this document and may be

~ accompanied by a supporting

- memorandum or brief. Received
 .comments may be seen in the office
" ghbove hetween 9 a.m. and 4 p.m.,

Monday through Friday. ‘

“List of Subjects
.21 CFR Part 201 . ,

s, Labeling, Reporting and

eoping requirements.
21 CFR Part 310

Administrative practice and
-procedure, Drugs, Labeling, Medical
‘devices, Reporting and reco eeping
requirements. - .
© 21 CFRPart 314

Administrative practice and
procedure, Confidential business
inforn:i::ﬁon. Drugs, Reporting and
recordkeeping requirements.

‘I‘harefogs, z—gméer the Federal Food,
Drug, and Cosmetic Act, and under
authority delegated to the Commissioner .

of Food and Drugs, it is proposed that

21 CFR parts 201, 310, and 314 be
amended as follows:

PART 201—LABELING

1. The authority citation for 21 CFR
part 201 is revised to read as follows:

Authority: Secs. 201, 301, 501,502, 503,
505, 508, 507, 508, 510, 512, 530-542, 701,

704,721 of the Federal Food, Drug, and

" .Cosmetic Act{21 U.S.C. 321, 331, 351, 352,

353, 355, 356, 357, 358, 360; 360b, 36088~
38088, 371, 374, 379¢); secs. 215, 301, 351,
354-360F, 361 of the Public Health Service
) ?ct](llz 1.S.C. 216, 241, 262, 263b-263n,
64). i

" 2. Section 201.65 is added to subpart
C toread as follows: 7

" PART 310—NEW DRUGS

‘351, 354-360F of the Public Health Service

. designation of

§201.65 Labeling of new drug products
over-the-counter human uee. .

For labeling describing the -
“indications” that heve heen established
for a new drug product for over-the- -~
see §310.104 of this

3. The authoﬁty citation for 21 CFR
pert 310 is revised to read as follows:

Authority: Secs. 201, 301, 501, 562, 503,
505, 506, 507, 51 2-516, 520, 601{a), 701, 704,
705, 721 of the Pederel Food, and -
Cosmetic Act {21 U.8.C. 321,.331, 3561, 352,
353, 355, 356, 357, 360b-360f, 3605, a51(a),
371, 374, 375, 379a}; 86CS. 215, 301, 302{a),

Act (42 U.S.C. 218, 241, 242(a), 262, 263b—
263n). ‘

4, Section 310.104 is added to subpart
B to read as follows:

§310.104 Labeling of new drug products for
over-the-counter human use.

(a)(1) The lebel and labeling of the

- product contain ina prominent and

conspicuous locstion the labeling -
describing the *Indications” tl;;t have
i v

~ {c) of this section, at the discretion of

the applicant, this portion of the
labeling may be designated '
« APPROVED USES,” or be given a
similar designation gs permitted by
paragraph (a}(4) of this section, each
time it appears in the labeling, e.§., 01
the outer carton, inner bottle lebel, and
on any pa insert or display -
material. If the “APPROVED USES” or
a similar designation is used, the
labeling involved shall appear withina
boxed area. ' '

{2) At the applicant’s discretion, the
“Indications” may be described in the
boxed area together with other
applicable labeling approved under the -
epplication or abbreviated application.
if such other labeling is included, the
boxed area shall be designated '
“APPROVED INFORMATION,” not
«APPROVED USES.” -

(3) The “Indications”’ information
appearing in the boxed area shallbe
gtated in the exact language agp_mved in

the application or abbreviate

application. Other information, if
included within the boxed area, also

shall be stated in the exact language
_approved in the application or

abbreviated application.
(4) At the applicant’s discretion, the
o boxed area may read:
“FDA APPROVED USES” or “FDA -
APPROVED INFORMATIO . as
appropriate, or “UJSES (or

- purchase

- approved labeling.
* * I

“INFORMATION”) APPROVED BY THE
FOOD AND DRUG :
ADMINISTRATION,”
wording.

(5) As pmvidad in §314.70 of this
chapter, portions of the labeling
described in this paregraph mey be

of other similar

_ adopted without prior FDA ap roval.

ominent an
conspicuous location™ as used in
paragraph (a) of this section means that
the labeling within the boxed or
nonboxed area shall be presented and
displayed in such a manner a8 to render
it likely to be read and understood by
the ord%nary individual under
customery conditions at both time of
and use. v

(c) The discretionary provisions of
paragraph {a) of this section willbe -
permitted only after a final OTC drug
monograph for the corresponding class
of OTC drugs has been established
under part 330 of this chapter. e
relevant OTC drug monograph is
pending at the time an application is
approved, an applicant will be so
informed. In such case, the epplicent

{b) The term **pr

shall use only the wording approved in

the epplication to label the product,
until the pending OTC drug monograph
becomes final. If there is no

pending under part 330 of this chapter,
then the provisions of %mgmph {a) of
this section can be imp emented when
an application is approved or at any -
time thereafter. :

PART 314—APPLICATIONS FOR FDA
APPROVAL TO MARKET A NEW DRUG
GR AN ANTIBIOTIC DHUG

5. The authority citation for 21 CFR
pert 314 is revised to read as follows:
- Authority: Sees, 201, 301, 501, 502, 503,
508, 508, 507, 701, 704, 721 of the Federal )
Food, Drug, and Cosmetic Act {21 u.s.C 321, -
331, 351, 352, 383, 355, 358, 3567, 371, 374, :
3798). ' . : )

6. Section 314.70 is emended in by
adding new paragmph {d)(10) to read as

- follows:

§314.70 Supplements and other changes to
an approved application. - -
* * * L ] N -
* N ® »
{10} If the alternate labeling-
authorized by §310.164 of this chapter
is the only change being made in the

~

Dated: November 2, 1993.
Michael R. Teylor,
Deputy Commissioner for Policy.
[FR Doc. 93-27501 Filed 11-8-83; 8:45 am]
BILLING CODE 4160-01-F ) '
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21 CFR Part 330 ,
[Docket No. 92N-01757
RIN 0305-AA0s -

Labeling of Drug Products for Over.
The-ccunteg Human Use; Technical
Amendment . '

AGENCY: Food and Driig Administration,
HHS. :
ACTION: Proposed rule, -

SUMMARY: The Food and Drug
Administration {FDA) is Proposing to
amend its alternative labeling policy for
over-the-counter (OTC) drug products
subject to an QTC drug monograph, This
Proposal involyes nonsubstantive
changes in wording and changes in the
paragraph designations to make
§330.1(c) (21 CFR 330.1(c)) consistent
with the alternative labeling policy for
OTC drug products subjéct to an -
approved application or abbreviated
application (hereinafter collectively
called an application), Proposed
elsewhere in this issue of the Federal
Register,

DATES: Written comments by January 10,
1994, )

ADDRESSES: Written comiments to the
Dockets Management Branch (HFA-
305}, Food and Drug Administration,
m. 1-23, 12420 Parklawn Dr.,
Rockville, MD 20857, )

FOR FURTHER INFORMATION CONTACT:
William E, Gilbertson, Center for Drug
Evaluation and Research (HFD-810),

" Food and Drug Administration, 5690
Fishers Lane, Rockville, MD 2085 7,
301-594-5000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of May 1, 1986 (51 FR
16258), FDA issued a fina] rulein

§ 330.1(c)(2) (21 CFR 330.1{c)(2))
establishing alternate labeling for OTG
drug products marketed under an OTC
drug monograph, The final rule ,
established three alternatives for the
“Indications” portion of OTC drug
labeling. The label and labeling of OTC
drug products marketed under an OTG

€ monograph are required to contain,

in a prominent and conspicuous
location, the “Indications” that have
been established in a final monograph,
At the option of the manufacturer, this
~ labeling may be designated .

- “APPROVED USES,” or given & similar
permitted designation. If the '
“APPROVED USES” designation is

- used, the labeling muyst appear within a
boxed area. Other labeling in the
monograph may also be placed within

the boxed area, in which case the

- labeling is designated “APPROVED

INFORMATION,” rather than

“APPROVED USES,” All information
must be in the exact language
established in the monogr;
addition, there must be a statement that
the boxed information was Published by
FDA. In lieu of thig latter statement, the
designation of the boxed area may be
modified to read “FDA APPROVE
USES” or “FDA APPROVED '
INFORMATICN,” or similar wording.
As a second alternative, “Indications”
labeling may contain other truthfy] and
nonmisleading statements, describing
only those indications for use that have
been established in an applicable
monograph. In this case, the
“APPROVED USES” or “APPROVED
INFORMATION” designation may not
be used. o o
Under & third alternative, the labeling
may meet the boxed area requirerment,

- substitute or alternate language -

describin indications for uge, This
additiona language must appear -
elsewhere in the labeling (outside the
boxed area).

In a proposed regulation published
elsewhers in this issye of the Federal
Register, the ency is proposing to .
extend this altegzrnative labfﬁing policy,
in part, to OTC products subject to
an application. That proposal would
allow for the labe] and labeling of OTC
drug products approved under an
application to contain, in a prominent
and conspicuous location, sither: (1)
The designation “APPROVED USES,”
together with the specific wording on

. indications for uge established under an

approved application, all of which must
appear within a boxed area, or (2) the
designation “APPROVED
INFORMATION, together with the
specific wording on indications for use
and other applicable lebeling (e.g.,
statement of identity, warnings, and
directions) established under an
approved application, al] of which must
appear within a boxed areg,

In preparing the Proposed regulation
for OTC drug products subject to an
application, the agency used the
existing regulation in §330.1(c} as a
guide. The agency has made some
Tevisions to the wording and paragraph
designations in the propesal for
alternative labeling for OTG drug
Products subject to an application so
that the regulation would be clearer and
easier to follow. ‘

For clarity and Censistency, the-
agency is also Proposing to reviss the
Tegulation in § 330.1(c}(2)(i) to make it
similar to the Proposal in § 310,104 for.
OTC drugs subject to an application,
These changes are nonsubstantive in
nature,

The agency has examined the
economic consequences of this .
Proposed rulemaking and has R
determined that jt does not require
either a regulatory impact analysis; as
specified in Executive Order 12866, or
a regulatory flexibility analysis, as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354). The impact of the .
proposed rule, if implemented, appears
1o be minimal. Therefore, the agency .
concludes that the Proposed rule isnot
a major rule as defined in Executive
Order 12866, Further, the agency
certifies that the Proposed rule, if
Implemented, will not havea significant
sconomic impact on a substantia] *
number of small entities as defined in
the Regulatory Flexibility Act.

- The agency invites public comment -,
regarding any substantial or significant
economic impact that ﬂn’s.rulemaking

would have on OTC drug products,

- Comments regarding the impact of this

Tulemaking on OTC drug products
should be accompanied by ‘
‘documentation, The agency will-
evaluate any comments and supporting
data that are.received and will reassess
the economic impact of this rulemaking
in the preamble to the final rule,

The agency has determined under 21
CFR 25.24(c)(s) that this action isof a
type that does not individually or
cumulatively have a significant effect op
the human environment, Therefore,
neither an environmenta) assessment
Ror an environmental impact statement
is required,

Interested persons may, on or before -
January 10, 1994, submit to the Dockets -
Management Branch (address above)
written comments regarding this

~ Proposal. Three copies of all comments

are to be submitted, except that
individuals may submit one copy. )
Comments are to be identified with the
decket number found in brackets in the
heading of this document. Received
comments may be seen in the office
ahove between g a.m. and 4 p.m.,
Monday through Friday. -

List of Subjects in 21 CFR Part 330

Over-the-counter drugs.

Therefore, under the Federal Foog,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is Proposed that.
21 CFR part 330 he amended as follows:

PART 330—~0VER-THE-COUNTER )
(OTC) HUMAN DRUGS WHICH ARE
GENERALLY RECOGNIZED As SAFE
AND EFFECTIVE AND NOT
MISBRANDED :

1. The authority citation for 21 CFR
part 330 continues to read as follows:
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Authority: Secs. 201, 501, 502, 503, 505, on the outer carton; inner bottle label, monographér by regulation (e:g

510, 701 of the Federal Food, Drug, and and on any package insert or-display §201.63 of this chapter). - :
fCosmenc Act (21 U.S.C. 321, 351, 352, 353, ‘material. If the * APPROVED USES” or - D) At the manufacturer’s discretion, -
355 ’ 350*?71)’-- S . a similar designation is used, the. : the designation of the boxed area may
2, Section 330.1 is amended by labeling involved shall appear withina - read: “FDA APPROVED USES"” or “FDA
. revising paragraph (€)(2){) andby boxed area. . a ~ APPROVED INFORMATION,” &s
= adding new paragr aph (c)(2)(vii) as " (B)Atthe manufacturer’s discretion, - _appropriate, or*“USES {or R
follows: ; tﬂﬁe ‘t;mdié:ations" m&y be ci%smt‘ibed in .;OODRMATBI?SQ,APPROVED BY THE
' % ’ ; o boxed area together with other ‘ AND
| ?33;’9},u.S:';:’iL?:,",%}ﬂ;‘::::;g‘::{ sl o licable labeling included in this B ORNISTRATION, ” or other similer
...misbranded. R , subchapter and in subchapter C of this wording. ‘ '
- e * x chapter. If such other labeling is * > oo * *
R O e SRR incl_uded, the boxed area shall be _ - {vii) The labeling of a drug product in -
- {2)(i}{A) The label and labeling of the designated “AP. PROVED . .. gccordance with the provisions of this . -
product contain in a prominentand INFORMATION,” not “APPROVED section will be permitted only after a
‘conspicuous location the lebeling USES.” S - final OTCdrug monograph for the
describing the “Indications” that have (C) The «Indications” information appropriate class of OTE drugs has been
“been established in an applicable final  sppearingin the boxed area shall be established under part 330. '
‘mono%ra‘ h. At ihﬂ;e discretioxf; &f the stateﬁl htl) 1the exact larilgug;a? of the .- o ®® o
manufacturer, this portion ot the R _ applicable monograph. Other . , :
- labeling may be designated " inrormation, if included within the Pated' October 20, 1993.
«APPROVED USES,” orbe givena boxed area, also shall be stated in the Michael R. T‘!"““’ : =
- gimilar designation as permitted by exact language where exact languege " Deputy Commissioner for Policy. :
paragraph (©)(2)A)D) of this section, had been established and identified by [FR Doc. 83-27509 Filed 11-8-93; 8:45 am]

’ sach time it appears in the labeling, €.8. quotation marks in an applicable BILLING CODE 4160-01-F





